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What are the proposed dosages and route of administration?

The sponsor recommends that prasugrel be initiated with a single oral 60 mg loading dose and
then continued at a 10 mg once daily dose. All patients taking prasugrel should also take aspirin
(75 mg to 325 mg) daily. Prasugrel may be taken with or without food. Patients weighing less -
than 60 kg should be given a single 60 mg loading dose and then continued at a 5 mg once daily
dose. Patients 75 years of age and older should be given a single 60 mg loading dose and
consideration may be given to a 5 mg once daily dose as an alternative to 10 mg once daily dose.

2.2  General Clinical Pharmacology

What are the design features of the clinical pharmacology and clinical studies used to
support dosing or claims?

The investigation of prasugrel was performed under IND 63449. The clinical pharmacology
program for NDA 22-307 includes 48 studies.

An assessment of prasugrel PK and PD in healthy subjects was performed in 8 clinical studies.
The early studies investigated the base-formulation of the drug. A single and a multiple dose PK,
a dose ascending, a mass-balance and a food-effect study were also performed. The influence of
race, age, hepatic and renal impairment on prasugrel PK and PD were evaluated in 13 studies.
The PK and PD in subjects with atherosclerotic vascular disease were evaluated in 4 studies
including the pivotal trial TAAL. .

Drug-drug interaction PK and PD studies of prasugrel and aspirin, proton pump inhibitors,
ketoconazole, rifampicin, atorvastatin, warfarin, bupropion, heparin, and digoxin were
performed. ' A

Also, protein binding, metabolism, and formation of the isomer sets (RS/RR and SR/SS) of R-
138727, the active metabolites were studied in 7 in vitro studies.

Several studies describing the base formulation and also studies performed under the other
investigation program in Japan were not reviewed.

In total, 36 studies submitted under the NDA 22-307 were reviewed.

Were the correct moieties identified and properly measured to assess clinical
pharmacology? :

Yes. The sponsor measured the concentrations of prasugrel metabolites since prasugrel is a
prodrug and cannot be measured in plasma. In the majority of the clinical pharmacology studies,
the active metabolite of prasugrel R138727 was measured as well as the inactive metabolites R-
95913, R119251, and R106583. In the early studies, the other inactive metabolite R100932 was
measured (instead of R119251). In order to measure the plasma concentrations of the active
metabolite R-138787 of prasugrel, the sample should be derivatized immediately after the
sample is taken. Due to the difficulties with the handling of blood samples, in the pivotal clinical
study only inactive metabolites were measured in plasma, and the active metabolite
characteristics were estimated based on the proposed population PK model.

For the assessment of pharmacodynamics, the inhibition of platelet aggregation (IPA) by 5 and
20 mcM of ADP was measured. Also, a few other methods were used, as VASP phosphorylation
(flow cytometry), platelet reactivity index (PRI), bleeding time.

All assay methods were properly validated and are acceptable, chromatograms were shown.
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